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K is C(O)NH,, COOH, SO,H, OSO,H, PO,H,, OPO,H,,
NH,, NHR ,, NR,,R,,, SO,R,, glycoside, lower C,,
C,, C;, C,, Cs, Cq alkoxy, or

N\O

4

N

0;

L is aryl, OH, C(O)NH,, COOH, SO;H, OSO,H, PO H,,
OPO,H,, NH,, NHR ,,, NR,;R,,, SO,R,,, glycoside,
lower C,, C,, C;, C,, Cs, C alkoxy, or

/o
% <g/§0
M is aryl, OH, C(O)NH,, COOH, SO,H, OSO,H, PO,H,,

OPO,H,, NH,, NHR ,,, NR,;R,,, SO,R,,, glycoside,
lower C,, C,, C;, C,, Cs, C4 alkoxy, or

/0
% <§)\O
Qis aryl, OH, C(O)NH,, COOH, SO,H, OSO,H, PO,H,,

OPO,H,, NH,, NHR,,;, NR,;R,,, SO,R,,, glycoside,
lower C,, C,, C;, C,, Cs, C4 alkoxy, or

/o
§_<§ /ko;

Ris, R,o and R, are independently C,, C,, C;, C,, Cs, or
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(Formula I)
R Rs Ry
— —Xa
Xb, T \X
z
\ /7 \ 7
Xd—Xec Xe—Xy

or a salt, solvate, hydrate, or prodrug thereof, wherein:

T is absent, CR,,R,;, C(O), O, S, S(O), S(0),, NR,,,,
CR,5R5)CR, ;R ), CH,O, or OCH,;

X, is CZ, CY, N, or N—O;
X, is CZ, CY, N, or N—O;
at least one of X, and X, is CZ;

Y is selected from hydrogen, hydroxyl, halogen, lower
(C,,C,,C4,C,, Cs,0r Cy) alkyl, C,, C,, Cy, C,y, Cs, 01
Cs alkoxy, O-lower (C,, C,, C;, C,, Cs, or Cy) alkyl-
aryl, and O-benzyl;

X, is CR, or N, or N—O;

X, is CR,, N, or N—O;

X, is CR, or N, or N—O;

X,1s CR, or N, or N—O;

X, is CR,, N, or N—O;

R, R,, R, R, R, R,, Ry, and Ry are, independently,
hydrogen, hydroxyl, halogen, P, C,, C,, C;, C,, Cs, or
Cyalkyl, C,, C,, C;, C,, Cs, or Cy4 alkoxy, O-lower (C,
C,, C;, C,, Cs, or Cy) alkyl-aryl, O-benzyl, C,, C,, C;,
C,, Cs, or C4 alkyl-OH, COOH, COO-lower (C,, C,,
C;, C,, Cs, or Cy) alkyl, SO,H, SO,-lower (C,, C,, Cs,
C,, Cs, or Cy) alkyl,

~« =)=
\% N—W, V—N , V—N 0, or
__/

V—N N—W
/-

C alkyl or R, and R, taken together with the attached where Wis H, or C;, C,, G5, Cy, Cs, or Cgalkyl, Cy, Gy, Gy,

nitrogen atom form a five membered ring;

Vis a bond, —CH,—, —CH,CH,—, —CH,CH,CH,—,
—O—CH,—, —OCH,CH,— or —OCH,CH,CH,—;

Ris, Rys, Ry Rys, Ry, Rn, and Ry, are, independently,
Hor C,, C,, C;, C,, Cs, or Cy alkyl; and

Z is (CHR,),—C(O)—NR,(CHR;),—Ar, where Ar is a
substituted or unsubstituted aryl or nitrogen-containing

heteroaryl group, R,, R,, and R; are independently H or
C,, C,, G5, C,, Cy, or Cq alkyl; and

n and m are, independently O, 1, or 2;

C,, Cs, or Cg alkyl-aryl;

P is SO,H, OSO,H, OPO,H,, OPO,H,, NI, NHR,,,

NHR,OR, ,
N\
%{ B
i o,

tetrazole, O-lower (C,, C,, C;, C,, Cs, or Cy) alkyl-K,

O—C(O)-lower (C,, C,, C;, C,, Cs, or Cy) alkyl-L, NH-
provided that at least one of R , R,,, R, R, R, R4, R, and lower (C,, C,, C;, C,, Cs, or Cy) alkyl-M, or O-aryl-Q,
Rgis P further wherein lower alkyl is linear or branched alkyl;

2. A method of protecting against or treating hearing loss
or osteoporosis in a subject comprising administering a
compound having the Formula I:

K is C(O)NH,, COOH, SO,H, OSO,H, PO,H,, OPO,H,,
NH,, NHR,, NR,;R,,, SO,R,;, glycoside, lower C,,
C,, C;, C,, Cs, Cq alkoxy, or



